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CD4 CD8 double negative T

Mitochondria regulates peripheral CD4 CD8 double negative T cells function

Seike, Keisuke
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First, we analyzed the dynamics of DN-T cells using a hematopoietic stem
cell transplantation model mouse. We compared the number of DN-T cells in the spleen using a
syngeneic model that does not cause GVHD and an allogeneic model that does cause GVHD. On day 7
after transplant, the percentage and absolute number of DN-T cells were significantly increased in
the allogeneic group compared to the syngeneic group. This result suggests that DN-T cells are
related to the pathology of acute GVHD. Next, we created T cells with electron transport complex 11
knocked out using a CRISPR-Cas9 lentiviral vector, however, the efficiency of knockout introduction
was poor. We are currently creating SDHA KO mice.

Immunology

DN-T cell HSCT GVHD



GVHD GVHD GVHD
GVT
GVHD GVT
T GVHD GVT GVHD
GVT T
T
T |
T 11 T
] T
DN-T T 5% in vitro
Lee, JB. Clin Can Res 2018 12 DN-T
Tang, B. American J Hematol 2022 DN-T
CAR
T GVHD
Vasic, D. Sci Immunol 2022. DN-T
DN T 1 2
3 4 GVHD
11 KO
T DN-T
DN-T DN-T
I 11
GVHD GVT
GVHD
GVHD
T
DN-T
DN-T DN-T
CAR-T
DN-T |
] KO DN-T
KO DN-T in vitro
in vivo GVHD
(€)) I—I11 KO DN-T
I—IlIl  KODNT I—I11 CRISPR-
Cas9 I—I1l1 KO DN-T
CD3/CD28 TCR CFSE
KO DN-T o
IFNy TNFa IL4 IL10 IL17 TGFB Granzyme

A Granzyme B Perforin

KO DN-T



ZAEDN TR

CRISPR-Cas9

@ I—111 KO DN-T in vitro SEIHEVF 2T N,
{ JTVEE 4,\u
KO DN-T RFCEREAE é' m
P, PR \x:::/::;:
. m I
& 4—‘1. .
in vit K3 KD Ko
in vitro
1 1 |
® | !
I—I11 KO DN-T In vitro In vivo
DN_T . gﬂﬁﬁg . GVHDiEE
s YA NhA VEERE CEETIRETIMCE T AESHE
KO ° ?ﬂﬂﬂ@ﬁ%’&;—ﬁ—
C IRIVF—ELRE
DN-T VT Gmsme
DN-T GVHD \ |
GVHD Y
KO DN-T in vivo T haAY RY TEFERICK Z2RMDN THEFIE HEHI IS O 2R
_ . KO DN-T
KO DN-T
IVIS imaging system
in vivo
(€)) DN-T
DN-T
DN-T GVHD syngeneic  GVHD
allogeneic day7 dayld DN-T cell
2A, B) Day7 allogeneic DN-T syngeneic
2C dayl4 DN-
T GVHD 2C day7
DN-T
A B GVHD score C
¥ - syn ns ns
5 o -= allo - ”
BM+T cells = o) S 4 20 * ns ns
\ e — 400000
L d /%‘ ’ T%mz am:[:mcua;;s) # é * ] E:ouuun
B6->B6: Syngeneic Survival 95 10 ‘%zuuuuu
g
/ﬁ‘ - 2 1 : :;2 E 5 *‘-.,wouuu
k] 0
B6->BALBI/c: Allogeneic = * ISP R
3 & © A & oo
: & & & =15
’ 1:me attm‘;MT (da;:] “
2. DN-T
(@) I—II1 KO DN-T
CRISPR-Cas9
11 KO T MOI
Wi250¢
11 KO - = SDHA
3. IHKOT

SDHA KO T cell

MOI, multiplicity of Infection; C, control






